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{mm*} 



[&m<Z>&&\ 5 - - p - D - ?)V n n° y ; v KHg#;K. ^ ft £ 

imsm i ] 



r^^36-e*i), R2ti**«^ Ci_ 6 t;v^;u^ Ci_ 6 t 

2 ] If 1 mmv> 5 - ^ *- p - D - tnv rrif ^ y v KIHUffX 

3 ] SGLT2 @ttffiM-C«*fl!*9 2 IBm^E^o 
[»^4 ] «m^Xii«m«14##^0^|»3l*i^*l6-e*-&»^ 3 12 

[0 0 0 1] 

$t£t#2 (SGLT2) 0©14?-Pfl#1-^5-^^-yS-D-^3ii 0 ^yvK^ 
[0 0 0 2] 
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[0 0 0 3] 

t^^flfz (J. Clin. Invest., fg80^, 1037^, 1987^, |WI^87^, 1510^ 

, 1987^) o *<o^ z<oy)vu~*<»mmi)K mm : &itLwmmmi^<< yk 

^ t h 'J A^tt^;V 3 - Xftilf 2 (SGLT2) KZ&Zttimhfr 
bttviz (J. Clin. Invest., ^93%, 397^, 1994^) 0 
[0 0 0 4] 

fi. < O y n u y >M#f$tf*|&£ $ tir v> & ( 3 - n ? /^BHSrWEP085094 
8-*§\ SI«tfr2:Bi§W00168660-^\ W00116147-^, W00174834-§\ W00174835-5§\ WOO 
236602^0 o ttz, 7UViS>ffimm*mn&-5-ir2>b, 'bMlZfetet Z> If V a 

^OI^&SfrTi/c (7^il#^US20010041674-^ > HI^#fP^^W00127128-^ 
) o 

[0 0 0 5] 
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[0 0 0 6] 
[0 0 0 7] 

#Mb^tr * T ^ V 3 v K^r-r * , 5 - f- Or - p - D - ?)V u\Z =7 ; -> K3t&# 
[0 0 0 8] 

[ft 2] 




OH 

[0 0 0 9] 

7/Mr>Hrca ik R 2 «7jc^^ ^ny>i^ Ci_67;v* Ci_ 6 T 
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[0 0 10] 

*&wk&\,*x, rc x _ y j ti±, *e>mzm<mi>*x - ymnfitmrnttm 

[0 0 11] 

tFn^yCH7;K;vg(i, bKn*yi (-OH) £: Ci_4T;i^;i^>* 
[0 0 12] 

^Y^ri^m. ^n,f^ry^ ^vyo^y|, n-^h 
*v*> 'fV^h^yl, tert-7»l>3rv*& W^^o 
[0 0 13] 

^ h'J^^^-nf^m^ M^M^ xf7'J>i 

> >atau ^M^mM., * ? y^fr* >mm., >mM. 2 - 1: 
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^xrjytvm, n-t^^v^tMv tn, mfctag 

v>m.iM., mmtM., *o -n^wBL v^^m^> 

[0 0 14] 
[0 0 15] 

[ft; 3] 



HO- 



1 OH 



8 steps 



^•OAc 
AcO-V--X--S 

AcOA— — 

OAc-QAc 



AcOX-^-T*X 

OAo OH 

3 




OH 4 



Mitsunobu reaction 



AcO 



OAc 





OAC 



R 1 



NaOMe/MeOH etc. OH 

■ zsE^J 




OH 



6 



[0 0 16] 

1,2,3,4, 6-^>^-0-T-b^;V-5-^^--D-^;U=7Vf7/-^ ( 
2) ti\ D-7;^77y-3 ) 6-7^f> (1) frbSX^X^-tZZttf 

(Tetrahedron Lett. , ^22#, 5061^, 1981^ J. Org. Chem., fS31# 
, 1514^, 1966^) o 

[0 0 17] 



tBliE# 2003-3074545 



12 0 0 2-2 3 3 0 1 5 ^ z? : . 6/ 



mr^?-)Vm*MUmi-Z>ZttfT?%2> (J. Chem. Soc. Perkin Trans. 1, 27 
63^, 1990^) o fcfcUmt^Ufrtb 8 01C-C\ RSB#F^fi2 0:53*^2 4B#^ 

[0 0 18] 

[0 0 19] 

) fNCT, tfV7A^h4r^K v ^^V^A, ^m-fev^A, Hja^VT 
[0 0 2 0] 

mrnmi 

2-(4-xfM>y>)7x-;V 5 p -T>-7)Vn \£y J v K<7) 

(1) 2,3,4, 6 -T^h -7-0-7*^-5 -^-D-^nf^y - 
*(100mg, 0.274 mmolk 2 - (4 7 1; —^(117 mg, 0.548 

mmolh h U 7x^77^ >(144 mg, 0.548 mmol)^.t/THF(3 mD^S-fr* 
K N m&X~, i?xf;l/7V , *W'>V->(4 0%h;V^.>^ % 0.24 ml)* 

^^'J^^v^yA^nvf^?^ (^^^ : S^^;v= 7 : 3) tcr 
**»U |»» 2 - (4 -xf M>^^)7x-;V 2,3,4,6-xh^ 
-0-T-bf;l/-5-ft-/3-D-^3t°7yyK(12 mg) £#7t 0 
[0 0 2 1] 

!H-NMR (300MHz, CDC1 3 ) Id 1.20 (t, J = 7.6Hz, 3H), 1.90 (s, 3H), 
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2.01 (s, 3H), 2.04 (s, 3H), 2.05 (s, 3H), 2.60 (q, J = 7.6Hz, 2H), 3.20 
-3.30 (m, 1H), 3.88 (s, 2H), 4.08-4.17 (m, 1H), 4.25-4.35 (m, 1H), 5. 
16 (dd, J = 8.9, 9.3Hz, 1H), 5.33 (d, J = 8.6Hz, 1H), 5.39 (dd, J = 9.3, 
10.4Hz, 1H), 5.62 (dd, J = 8.6, 8.9Hz, 1H), 6.94-7.00 (m, 1H), 7.04-7 
.14 (m, 6H), 7.17-7.24 (m, 1H) 
E S I m/ z = 557 (M-H) 
mp 114. 0-119. 0°C 
[0 0 2 2] 

(2) 2-(4-xfM>y>)7x-;V 2, 3, 4, 6 -f b7-0-r-bf 
)V- 5-?-*- p-D-Ffr^^^y *, K(3io mg , 0.555 mmol) t * ? S -;V(5 
ml)<Dm.^^i~yV h^v K(30mg, 0.555 mmol)£;&n;l, m.UKX 1 0 

nmmWLfz 0 S^tCDowex-50Wx8 * >^#||^*n^*fP U 

(?uu*)va : *?;-)v=2 0 : 1) Kxmmu *te&j£vt<onmik&® 

(170 mg) 

[0 0 2 3] 

iH-NMR (300MHz, Me0H-d4) : 1.19 (t, J = 7.3Hz, 3H), 2.58 (q, J 
= 7.3Hz, 2H), 2.88-2.95 (m, 1H), 3.29-3.31 (m, 1H), 3.55-3.60 (m, 1H 
), 3.74- 3.83 (m, 2H), 3.90-3.93 (m, 1H), 3.97-3.99 (m, 2H), 5.17 (d, 
J = 8.5Hz, 1H), 6.91 (dt, J = 1.2, 7.4Hz, 1H), 7.10-7.19 (m, 6H), 7.27 
(d, J = 7.9Hz, 1H) 
E S I m/ z = 389 (M-H) 
mp 154. 0-169. Ot: 
[0 0 2 4] 

Xffl. (Aanal Biochem 1984, 201:301-305) UmvUmKmtxmnLtz? v 

iwm*mm'hffi.<D>mmffi. (m&mmim/mQ so^L^37t:, 253-^wv*^ 

-^syLtzlk. ZtiK, IMSOK^mLtzm.mt^ (DMS0^Jgl%) 

OmM Mannitok lOOmM NaSCNXiiKSCN, lOmM HEPES/Tris pH 7.4, D-glucose(|?- 
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*E0. ImM) , D-[6-3H] glucose (Amersham) 1 ju Ci LfzKfcWil50 p LZMx. 

M NaCK lOmM HEPES/Tris pH7.4, 0.3mM:7 o y fcJn&Ta&fcflfjjiS-e-rt: 
H!*)^pore size0.45^mO^ ^l^?^ ;i/*-(HAWP02500> Millipore)£ 

4. 5mL-cmm^ LXfrh Hl/-y 3 ^-)^- (Beckman) 

©^a-^rcoa***^ o%na#$*L^b^»awe (iC5oHt) *nmvtz 0 

[0 0 2 5] 
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I C B0 (/zM) 
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iASiif 0 0 9 7 

14^ 8^120 



<^^it ^ • mum m> 
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ffl i A 1 Ull 
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ft * 
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